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Honorable Commissioner at Patenta. 
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Washington.., D # C* 20231 

Sir; 



X., Marcus A- Horwitr, K-.D, , declare and sfcata that! 
x * * a ™ tt« inventor in t2he -above- identified patent 
application* 

2.. I received my 0* Degree from Columbia University 
College of Physlci&rus ana surgeons, New York,- New York in June of 
1972 and ai currently Prof essor of Medicine, and of Microbiology and 
Immunology, CHie£, Division of Infectious Diseases, Department of 
Medicine., UCLA School of Medicine, Canter for the Health. Sciences 
at. Los Angeles, California. A copy of my current curriculum Vitae 
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■detailing. my Education, Internship and Residency, .Public Health 
Service Positions, clinical.. .Fellowships, Research. Fellowship** 
Faculty Positions,,. Certifications* affiliations... Hoboes and Attar£fe r 
Scientific and Editorial- Boards and Study Sections . Fti&licatioTis, f . 
Abstracts., and Frepe^tatiom at, 'National or International Meetings 
was previously made of record as B&hifeit. % to my earlier 
Declaration Under Rule 132 filed June 4, 1990. As indicated in my 
Curriculum Vltae*. 1 have exfceftslve experience in the fields of 
Microbiology # - Immunology and. Infectious .Diseases.* 

3-. X Isavfe reviewed the official Action dated December 11, 
±990, and have carefully studied the Examiner's statements therein* 

4 * X understand. tHa Examiner has interpreted- the disclosure 
Of my invention as being enabling only for : claims limited, to the 
method of producing and using vaccine against Xjecrlonella 
pneumophila or Mycobacterium ...tuberculosis infections in guinea 
pigs.. In contrast to this interpretation of my patent application^ 
I believe that those skilled in the art will find the specification 
of my application to be- sufficiently enabling to support a method 
for producing and us-ingr mammalian vaccines against specific 
intracellular pathogens that produce one or more extracellular 
products which in turn induce strong ceil mediated immune responses 
(such as lymphocyte proliferative responses or cutaneous delayed 
type hypersensitivity responses) in mammalian hosts which are 
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inf ected with or immune to the specific intracellular pathogen of 

5. More specifically, in t&e study of protective immunity, 
particularly of protective immunity in hwutas, where an animal 
modal, has been available every vaccine ever developed was done so 
In the animal model whioh mimicked the disease aandition to. tomans 
or the target species,. This id standard procedure- in. this, field of 
technology for reasons of safety and expense, Where appropriate 
animal models- are available tboy are always used, to study 
protective immunity in target species- other than, the Xabo-r^tory 
model itself",- 

6. Tha success of utilizing laboratory animal models is 
pz-adioated on the understanding that immunodominant epitopes 
frequently cross species.. Thus :/ an immunodominant molecule in one 
species. ? for example a : rodent or guinea pig, will very freguently 
be immunodominant in a different species such as in huiaans * 

7. For example, guinea pigs are more susceptible to pulmonary 
tuberculosis than humans. Accordingly , the fact that my invention 
enables us to induce protective immunity in guinea pigs from lethal 
challenge with Mycobacterium tuber culosis is nacre significant than 
our ability to do bo in humans which are less susceptible to 
tuberculosis. Moreover, the successful results in guinea pigs are 
readily extrapolated into successful results in humans or other 
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lass susceptible manual* with- similar disease patterns.* 

8, More importantly, my laboratory lias been able to produce 

actu&l data mm ^QDfeaafeer±tim MtelllMM: extracellular protein 

showing that httoans **ho feave Jseen infected previously with; 

tuberculosis bacilli react to the ^ extracellular proteins o£ 
Mm§ M^ rx\m.. ^a fa ^ g glloiig in an in vitro lymphoc^e proliferation 
a&say whereas control human subjects who have npt been previously 
infected do not react with this extracellular protein* 

9* Taken in conjunction with the previously- submitted data;, 
regarding inducing protective immunity in guinea pigs..., tbis result, 
conclusively establishes the validity of the .guinea pig laboratory 
modal and its- interspecies applicability as the extracellular 
protein, of M yorobateriuin tuberculosis induces cell-mediated 
immunity in humans as well as in the standard guinea pig laboratory 
model . 

10. m conclusion, where it possible for the Examiner to. 
limit the scope of my disclosure to the laboratory model alone, it 
would- be impassible to obtain meaningful patent coverage for any 
vaccine known to man* I further declare that ail statements made 
herein, of my own knowledge are true and that all statements "made on 
Information and belief are believed to ba true; and further, that 
these statements were made with the knowledge that willful, false 

statements and the like so made are punishable by fine] or 

I 
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imprisonment, or both, under Section 10C1 of litis is' of the Onited 
States code, and that such willful, false statements may jeopardize 
the validity of the abo^e-identifled patent application or any 
patent issuing thereon. 
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